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1 Executive Summary

Margosa extract is a refined medium polarity extract from the kernels of the Neem tree. It is approved in the EU

as active substance for biocidal products of the product type 18.

RMS Germany prepared a CLH-Dossier to define an appropriate harmonized classification for Margosa Extract

and, regarding skin sensitisation, proposed classification in Category 1 (H317).

Based on the submitted data Margosa Extract did meet the criteria laid down in the CLP regulation to be

classified with Skin sensitisation Category 1B (H317 - May cause an allergic skin reaction).

2 Introduction

Margosa Extract is a refined medium polarity extract from the kernels of the Neem tree. Margosa Extract was

included into Annex I of Directive 98/8 EC by Commission Implementing Directive 2012/15/EU (8 May 2012)

for pesticide product type 18 in the EU.

Regarding skin sensitisation, classification in Category 1 (H317) was proposed in the CLH report. The available

data on skin sensitisation is discussed in the following with the conclusion that classification with Skin

sensitisation, Category 1B is appropriate.

3 CLH-Proposal – Skin sensitisation

In the CLH report (Proposal for Harmonised Classification and Labelling) the RMS Germany concluded

regarding classification and labelling that

Results with NeemAzal and NPI 720 lead to a classification in category 1B, whereas results with Fortune Aza

lead to category 1A. Considering the contradictory categories, it is proposed to place Azadirachtin into category

1 (without sub categories), see Part B, Point 4.6.1.4 (page 24).

4 Available Data

The rapporteur MS Germany prepared only one toxicological evaluation for both Azadirachtin (CAS No: 11141-

17-6) and Margosa Extract (CAS-No: 84696-25-3). This is appropriate since the extract “NeemAzal” is identical

for both Azadirachtin and Margosa Extract.

However, while evaluation of the plant protection insecticide Azadirachtin is based on three Azadirachtin

Extracts from three different sources (including NeemAzal), the biocide Margosa Extract is identical to

NeemAzal only.

Classification is, thus, to be based on experimental data for NeemAzal.1 An experimental study (Magnusson

Kligman test) conducted with NeemAzal according to GLP and the OECD technical guideline 406 has been

evaluated in the CLH report and is summarised in Table 1.

1 The weight of evidence, considering all data available including experimental data showing that the products containing
Azadirachtin are lacking any skin sensitising activity, indicates that also Azadirachtin the pesticide is appropriately
classified as Skin sensitiser Category 1B.
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Table 1: Summary of skin sensitisation (taken from CLH report, Part B, Point 4.6.1.1, Table 19)

Animal
species strain

Number of
animals

Doses Result
Reference

Method

Guinea pig,
Dunkin
Hartley albino

20 M treated
10 control

Intradermal: 5 % (w/v) in
acetone/alembicol

Dermal: 80 % in acetone

Sensitising (M&K) [all
animals sensitised]

NeemAzal

Allan & Coleman, 1997

TOX9700507

OECD TG 406

Table 2: CLP criteria for skin sensitisation

Guinea pig
maximisation test
(Magnusson Kligman

Test)

Category 1A (H317):
≥ 30 % responding at ≤ 0.1 % intradermal induction dose or
≥ 60 % responding at > 0.1 % to ≤ 1 % intradermal induction dose

Category 1B (H317):
≥ 30 % to < 60 % responding at > 0.1 % to ≤ 1 % intradermal induction dose or
≥ 30 % responding at > 1 % intradermal induction dose

Comparing the test results with the CLP criteria, and in agreement with the evaluation by the rapporteur it is
concluded that Results with NeemAzal […] lead to a classification in category 1B.

The classification of Margosa Extract as a weak skin sensitising agent is corroborated by experimental data with
the biocidal product containing 3% Margosa Extract (NeemAzal-T/S). This product was demonstrated to lack
skin sensitising activity in a Magnusson Kligman test using induction-concentrations of 5% and 30% for
intradermal and topical induction, respectively (data summarised in Table 3 below and a more detailed study
summary is included in the Appendix).

Table 3 Skin Sensitisation study with the biocidal product

Number of
animals
(Guinea pigs)

Test substance

Concentration of
Azadirachtin

Doses product

(Induction)

Doses active
substance

(Induction)

Result

Reference

Report No

Method

M&K

20 M treated
10 control

NeemAzal T/S

3% Azadirachtin
Extract NeemAzal

Intradermal: 5 %
in sesame oil

Dermal: 100%
undiluted

Intradermal:
0.15%

Dermal:
4.5%

Not sensitising
[no animal
sensitised]

Kramer, 1998

981042830

OECD 406

6 Overall conclusion

In summary based on the submitted data and considering also the experimental evidence obtained with the plant
protection product, Margosa Extract did meet the criteria laid down in CLP regulation to be classified with Skin
sensitisation Category 1B (H317 - May cause an allergic skin reaction).
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8 Appendix

The following study summary of skin sensitisation study performed with NeemAzal-T/S was taken from the
CAR on Margosa Extract of January 2012 showing that this formulations had no sensitising effects.
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